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aate mitochondria and ecllulur dcbria. The supernatant Is 
fi ItoreH through o 3 -layer cheesecloth and ecnlrifuged at 1 05, 
OOOxg for 6*0 miii. The microKnmal pellet is gently resus- 
rctwied in the sanio homogeuization solution wilh u amaH 
fcliWtcflon homngenizer and stored at -70° C. The absence 
of mitochoi-iriri.il contamimil ion is unzymiLlicul ly assessed. 
The prolein concentration is measured using bovine serum 
albumin as the sTtuiuVrd. 

Incubation of Mouse T.ivar Microsomes with Teal Com- 
pounds: 

Reactions ore blurted by adding 2 mR of microsomal pro- 
lein to pre-incubated tubes containing O.20 nCi of the sub- 
strate tatty acid (1- M C pulmitic ueid) at a final concentration 
uf 33.3 uM in 1.5 ml of homngenization solution, containing 
42 niM NoF, 0.33 mM niacinamide, 1.0 niM ATP, 1.0 niM 
N A I >l t, o.i mM coenzyme A and o 10 uM concentration of 
test compound. The tubes are vortaxed viHuruualy and ufler 
1 5 min incubation in o shaking wutor bulh (37° C), the reac- 
tioxis iitv ytappud und fully acids are analyzed. 

I 'arty acids am analyzed as follows: The reaction mixture iu 
saponified with 10% KOH to obluin free fatly acids which are 
further niethylulcd uyijiy BP.! in methanol. The fatty acid 2S 
me thy J cs Icrs arc analyzed by liifth performance 1 tqnid cine- 
matography (1 l?i r.) using a Hewlett Packard 10.00, Series II 
chromatograph equipped with a diode array detector set ul 
205 nm* a radioisotope detector (Model 171, Bcekman, 
Calif.) with a solid scintillation cartridge (97% efficiency fur 30 
^'C-dctcction) and a reverse-pliaae ODS (CM ft) lieckman 
column (250 nu iix4. 6 mm ixl.; 5 um particle ni^e) attached to 
apru-uuluriin wilii u jiftondapak ( M X (Ueckman) insert. Fatty 
acid methyl esters are separated toocrafically with acetoni- 
trile/water (95:5 v:v) al a flow rate of 1 niL/min and are Ji 
identified hy comparison with authentic sUuulurd*. Allerna* 
tively, fatly acid inulhy] eslera may be analyzed by capillary 
column gas-chromatography (CiC) or 'JTiin Layer Chroma- 
tography (TLC). 

"lliose skilled in the art urn aware of u vuricly of niodifica- 
Iiu4ui lo this away thai can be useful for measuring inhibition 
of alcaroyl-CoA deKalurase activity jn microsomes by test 
compounds. 

R£jpit^scntuiivcco4npound» of ihe invention showed activ- 45 
ity as inhibitors of SCD when lesletlin LhiK hkkhv. 'I ho activity 
was defined in term* of % SC'I > enzyme activity remaining ot 
Ihc desired concentration of the test compound. 

All of the U,S. putcjila, U.S. patent application pnhlica- 
liuim, U.S. pulunl applications, foreign patent?, foreign patent 
uppliealions und non-patent publications referred to in this 
specification and/or listed in the Application Data Sheet are 
incorporated herein by reference, in their entirely. 

from the forcRoiiift it will he appreciated that, although 55 
specific embodiments of the Invention have been described 
herein fbrpirrposos of illustration, various modifications may 
be made witliout deviutiug from Ihv spirit and scope of the 
invention. Accordingly, Ihc invenlion is not limited except as 
by the appended claims. cm 



'Hie invention ulniiuod is: 

1 . A method of inhibiting human st«aroyl-CoA desaturusc $5 
in vitro (JiSGD) activity comprising eomaeu'ng a source of 
hSCD with a compound of formula (T): 
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(1) 



— V — R? 



wherein: 

x and y are each independently 1; 

W is — C(Q)mK l y- or— N(R')C(0>- ; 

Vis— C(G)— ; 

each R 1 is Independently Rejected from the &roup eousjtf- 
ing of hydrogen, C^-C^alky!, C a -C, t 3 hydroxya1kyl, 
C^C^cycloalkylalkyi and C 7 -C iy aralk-yl; 

R 5 * its selected fmm the group consisting of Cj -Chalky], 
C A -C r/ tdkcny), -\jhydmxyalkyl, 
C 2 -C 1 2 lrytlroxyulkeiiyi, C 2 -C l2 allcoxyaltey| k 
C 3 -C l acycloalkyl, C r C,,cycJoolkyla1Kyl, aryl, 
CVr, ig aralVyl, C 3 -Cj ^IcrucyuJyJ, 

C:,-C ia heterocyciylalkyK Oi-C^heteioaryl, und 
C.tC 1 aheteroary lalkyl ; 

R ' is p lie ny I or naphtliyt; 

li 4 , K 5 and are each independently selected from hydjo- 
#cn y flnnro, chloro, methyl, m«thoxy> trfttuoi^omcthyl, 
cyuno, nitro or^ — N(K 13 ) 4 ; 

R 7 . R 7 ", R B » R B ", R 9 , R*" R ,Q and R* 0w are each indepen- 
dculjy seJeeled from hydrogen or C,-C\alkyl; 

und 

each R 13 is independently selected fnjin hydrogen er 
Cj-Coalkyl; 

a stereoisomer, enatitiomer or tautomer thereof, or a phar- 
maccutically acceptable salt thereof, 

2. A method nf alleviating a disease or condition mediated 
by aUruniyl-CoA dcHaLuraw: (SCD) in a mammal, wherein the 
jrielhod comprises udmimaiuring to the mammal in need 
tlmrcof a therapeutically effective amount of a compound of 
formula (1): 



so 



fc* w— r J N U — V — K J 



wherein: 

x and y are each IndepvndenLly 1 ; 

W is — •£(0)N(R 1 )— or _N^.*)C(0) ; 

Vis C(0)-i 

each R 1 is Indepeiidontry selected iiom the group consist- 
ing of hydrogen, C,-C: J3 alky1, C a -C l2 lrydroxyalky], 
C>C", v cycJoalkylaJlcyl and CVC^aralkyl; 

R s is selected (rum die group consisting of C, -Chalky], 
Ci-Ci 2 tJkexiyl, C 2 -C, 2 hydroxyalkyl, 
(: a -C l3 hy*oxyaltoenyl, Ci-Cuulkoxyalkyl, 
( 3-C n cyc|na11ryl, C 4 -C u cycloalkylulkyl, wryl, 
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C T -C,^unilkyl, C 3 -C l2 li9terocyc:lyl, 
CvC l3t heterooyclylalkyl, (.! 1 «C l3 htfteroaxyL 
C^'CiahetunjuryluIkyJ; 
R* is phenyl or naphthyl; 

K 4 , R 5 and U e are each i independently seated frurn hydro- * 

gen, fluoro, chloro, methyl, niethoxy, trifluuromethyl, 

oy uno, ni iro or — N(R 1 * ) a ; 
R 7 , R 7 \ R\ R*\ R", K 9a , R l ° and R' 0 " are cueh indepen- 

dently wcleuled from hydrogen or Cj-Cjalkyl; and 
each K 1 * is independently selected from hydrogen ur ™ 

Q-Calkyl; 

a stereoisomer, enantiomer or tauiuuicr thereof, or h phar- 
niaceutically acceptable salt thereof, 

and wherein the disease or condition is selected from the 
group consisting of Type Jl diabetes, juipuircxJ glucose 15 
tolerance, insulin nesistance, obesity, Jhtly liver, non- 
alcoholic steatohepatUis, dyRlipidemia, acne, and any 
eoaibhniliou of theac. 

3. The method of claim 2 wherein the mammal is a human. 

4. The method of claim 3, wherein the disease or condition w 
is Type 1J diabetes. 

5. 'I"he method of claim 3, wherein the disease or condition 
is obesity. 

6. The method of claim 3, wherein Ihediseasc or condition 

is insulin resistance. 7 

7. The method of claim 3, wherein the disease or condition 
is fatty liver. 

8. The method of claim 3, wherein the disease or condition 

is non-alcoholic steatohepatiiia. w 
**. A cojiipu and y f formula (1 la): 



glib 



(11.) 
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wherein: 

x and y are each independently 1 ; 43 

R' is selected from the group consisting of hydrogen, 
C , -C\ v ulkyl, CVC 13 hydroxynllcy| f 
C 4 .C (> cycloulkyU»Htyl u"d O y -( : 4y ara||cyi; 

U 2 is selected 1mm the group consisting of C t -C, jullcyl, 
(V<:, v alkenyl, C-^C^Irydroxyalkyl, C,-C, a uuWy, M 
C>C , aalkoxyalkyl, Cj-n^hydroxyalksnyl, 
Cj-C i iCycJoalkyl, <: A -C 12 cyc1oallcy1alkyl, 
C.jyurulkyl, C,-C r Jieieroaryl, G3-C 12 heteroeyclylalkyi 
and C 3 -C i:! hcteroarylalkyl, provided that R* is not 
pyrazinyl, pyridinanyl, pyrrolidinouyl or imiduzulyl; " 

R* is phenyl or naphthyl; 

R* R 5 and R* are each independentiy selected from hydro- 
gen, flunro, chlnm, methyl, nieilioxy, triJluuwjncUiyj, 
cyano, nltm or — N(R 

R 7 , R 7 -, R*, R** t R", R v? f R 1W , and U lo « are each indepen- 
demry selected from hydrogen or C.-C k aikyl; 

and 

each R iS is independently selected from hydrogen or 
Ci-Oflalkyl; w 

a stereoisomer, cnan Homer or tautomer thereof or <i phur- 
nnieeulieully acceptable Rah thereof 



1 0. The compound of claim !> wherein; 
x and y arc each 1 ; 

R l is hydrogen ur Cj-O^alkyi; 

R a is selected from the group consisting of C,-C ia alKyl, 
C^-C 13 aJkenyl, C 7 -C^ydTOxyalkyl, 
C^-Cj a alkoxyalkyl, C>C , 2 hydroxyalkenyl, 

t%-( : 13 cyclo3ilcyl, C^C^uyeloalkylulkyl, C rj - 
C 1 yaralkyl, Cg<' 4 jheterocyelylulkyI, and 

C v C l2 hetercury Inlkyl ; 

R' 1 is phenyl or naphthyl; 

R*. R* and R° are each hydrogen; and 

R 7 , R 7 ", R a , R^ \< 9 t R*\ R i0 , and R ,0 ^are eachhydroRea. 

1 1 . A mothod of alleviating a disease or condition mediated 
by steaitiyl-CoA dosamrase (SCO) in a nuunmul, wherein the 
method comprises administering to a mammal in need thereoi' 
a therapeutically effective amount of a compound of claim 9, 
and wherein the disease or condition is Relected from the 
group consisting of Type II diabetes, impaired glucose toler- 
ance, insulin resistance, obesity, fatty liver, non-alcoholic 
Rtentohepatitift, rrynlipidRmia, acne, and any eombwiuiiou of 
these. 

1 2. A pharmaceutical composition comprising u phurma* 
ceutlcally acceptable excipieittand a thempenlieully effective 
amouiil of a compound of claim V. 

13. A compound of formula (lib): 



R 

vK-Ry 
K ' i "-C.H. * 



wherein: 

x and y are each itidependently 1; 

K 1 is selected ironi the ^roup wnsialing of hydrogen, 
tVC^alkyl, C a -C lz hydroxyulkyl, 
C 4 -C ia cycloalkyte!kyl and C^-Ci^Araltyl; 

R 2 is selected li^ni the group consistijig of C,-C, 2 alkyl» 
<: a -C, a alkenyl, C a -C J3 liydroxyalkyl t 
Ci-C^hydroxyalkerryU r^-T^alkoxy, 
C 3 -C , idlkoxyatkyl , C 3 -C l 2 cycloa lkyl % 

C^C^eyeloalkylHlkyl, C v -C, g aralkyl, C 3 -C l2 hetero- 
eyolyj, Cj-C^hulunjuyelylalkyl, Cj-C^heteroaryl and 

C 3 - C J 3 he l eronry hi 1 ky] ; 

or R 2 is phenyl optionally substituted with one or more 
substituents selected fixuu halo und C,-C K lrihak)ulkyl; 

R 3 is phenyl Optionally substituted by one or more so bsti lu. 
ents selected from lh<? group eoiisivtiiig of halo, cyano. 
nitro, hydroxy, C,-C 6 alkyl, CrCtftrihuIoalkyl, 
C r r 6 rrihalnalkoxy, Ci-C^aUcvlsulfonyl, N(R'% 
— OC(0)R 1 a , - -(..(( ))f )R J 5 , S(0) a N(R ia ) if 
cycloalkyl, helerocyulyl, tielenKiryl and huterosiylcy- 
eloalkyl, provided lluit R* is n<>l phenyl Aiihxtirnmd with 
optionally substituted thi vay I ; 

R*, R^ and R* arc each indcpendenriy selected from hydro- 
gen, lluorv, ehloro, inelhyi, meihoxy, triliuoromemyl, 
cyano, uitro 01* • N(R' 

R 7 . R 7ff , R\ R^, R v , R w ", R JW , and R ,0u are each indepen- 
deolly selected from hydrogen or C, -Chalky I; 

cuch K 12 is independently selected from hydrogen, 

C, -Chalky), C^-C 6 cycloalkyl, aryl or amJkyl; and 
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each R 13 Is independently selected frorn hydrogen ur 
C.VC 0 alkyli 

a stereoisomer, eaanttomer or tautnniar thereof, or a phar» 
maceutically acceptable salt thereof, 

14. The compound of cJaim 13 wherein: 5 
x and y arc each 1 ; 

R 1 U hyurofceji ur C,-C 6 alkyl; 

R 3 is selected from the group cojudsuuig <jfC, -Chalky I, 
CVCiaHlkenyJ, C^C, ^hydroxyalkyl, 

C 4 -Cj 3 hydroxyftTkenyl, C r C,sfllkoxy, io 

<:^-C : l2 fllknxyalky1, C 3 C l2 CYcloalkyl, 

CVCYacycloalkylalkyJ, Cy-C jy ara11ey1, C 3 -C 12 hetem- 
cyclyl, C A -C, a heterocyclylalkyl» CVC^heteroaryl and 
C i-£ 1 2Hvtcrwiry|»lkyl; 

or R 3 is phenyl optionally substituted with one or more 15 
substinients selected from halo or C,-C rt triholoolkyl; 

R 3 is phenyl optionally substituted by one or more substitu- 
entfi selected fimiti the group consisting of halo, cynno, 
nitro, hydroxy, <VC 0 alkyl, Cj-C^trihalnalkyl, 
C,-C rt trihaloalxoxy, C.-C^alkylsnlthnyl, _N(R ,3 ) 2 > 20 
— OC(0)R 12 , — C(0)OR ri and— S(oy,N(lV%; 

R 4 , R*" 1 und R* ure eueh hydrogen; 

R\ R 7 *, R*, R*", R°, R 9 <\ R m t and R MkT are each hydmgpn; 
and 

ouch R f * is independently selected from hydrogen, 
C.-Crffllkyl, C,-C rt cycluulkyl, uiyl w unilkyl. 

15. TJie compound of claim 14 wherein: 

R 2 is C,-CJ, y aralkyl optionally fiuhstituted hy one or more 
subalUucnls selected from the group consisting of halo, 
C , -C 3 ttlkyl and C , -C ri trihaloaikyl ; and 30 

R 3 is phenyl optionally substituted by one or more substitu- 
ents selected fi<om die group consisting of halo, 
Ci-C^lfcyl, C r C 0 tiihaloalkyl and C»-C tf trih«loalkoxy. 

iC. The compound of claim IS selected irom the fcroup 
consisting of the following; 35 

3- (4-Fluoio-plieiiyl>N-{5-[4^2-Uinuurv«uvUiyJ-beu- 
zoyl)-piperazin-i -ylJ-pyridin-2-yl) -propiouiuniUe; 

4- Pheiiy J-N- {5-[4-(2-ui fluoromelhyl -benzoyl) -pip eruzin- 
1 -ylj -pyrldiu-2-yl}-butyiumide; 

4-(4-Fluoro-phenyl)-N-{5-[4-(2-trifluoromethyl-bcn- 
zoy])-piperazin-l -yl]-pyridin-2-y1} -butyramide; and 

3- Phenyl N ■ { 5^[4-(2-trifluoj^nujd^l-l>04i2oyl)-pipemzm- 
1 -yl]-pyridin-2*yl }-propionamide. 

17. The compound of ukiiw 14 wliexein: 
R* ia Ci-C l2 ulkyl orCj-Cjialkenylj und 
R 3 is phenyl optionally substituted hy one or more RuhRtitu- 

enls selected from the group consisting of halo, 
CrCoUlkyl. C 1 -C d lrihaloalkyl and C,<; rt trihaloalkoxy. 

18. The eumpuund uf claim 17 selected from the gmup , jti 
eonsi^tiug of the following: 

Hexuuoic ueid {S-f4«^2«lriniuimmethyl«hcn'/nyl).piper- 

azin- 1 -yl)-pyridui-2-yl] -uuiide; 
Heptunoie acid {5-t4-(2-trifluoromethyi-bejizoyl)-piper- 

uzin- l-yl]-pyridin-2-yi}-amide; and 5-Methylpentanoic 5 s 

neid {5-[4-(2-trifluurvmelhyl-ben,cuyi)-pipcnixin-l - 

yi3-pyiidiu-2-yl) -uuiide. 

19. The compound of claim 14 wherein: 

R" is Ct-C^heltfiuurylulkyl uptiunully HubuLiLuLed by line 
ur mure uubstituvntu selected Tniin the group eonmatiue, CO 
of halo, CVCjflllcyl and C»^trihalonlkyl; ajid 

R"' is phenyl opliouully subsli luted by one or mure substi tu- 
ants selected from tin? group euusibiiug uf hulu, 
C t C^tkyl, Cj -C^trilinloolkyl mid C r C d triliuloa3koxy. 

20. Tlie eumpuund uf eluim IV, namely, 3-lVndin-3-yl-N- to 
{5 [4 (2 trirruoromemyl-bcii5<uyl)-pipufuzin-l-yl]-pyriiJiii- 
2-yl }-proplonamlde. 
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21. The compound uf eluim 14 wherein: 

R a is phcuyl optionally substituted with one or tnorc sub- 
stituents selected irom halo and ^-CVrjhaloaHcyl; and 

R A ispheiiyloptinnallyHuhMlitulcdhy oneormoresiihsHni- 
ents selected from Uw Kiuup consisting uf hulu, 
Cj-C^alkyl, C^-C^u-ihaluulkyl und C^Calrihuluulkoxy. 

22. The compound ot'clalm 2 1 , namely, 4-FUm7Ti-N-{ 5-[4 • 
(2-trifluoromcthylbcnzoy l)piperazln- 1 -yl Ipy ridln-2- 
yl}bcnzamidc. 

23 . A methodoi nlleviut lug u disease ox condition niediuted 
hy ptenroyl-CoA desamrnee (SfJD) In a mammal, wherein the 
method comprises administering to a mammal in need thereof 
u therapeutically effective amount uf u compound of claim 13, 
whereiu the disease ur cuudiliuu is selected Irum the gruup 
consisting of Type II diabetes, impaired glucose lulwruuee, 
insulin resistance, obesity, fatty liver, non-alcoholic stento- 
hepatitis, dyslipidemin, acne, and any combination of these. 

24. A pharmaceutical composition comprising a pharma- 
ceutics Hy acceptable exeipient and a iherapculieally effective 
amount of a compound of claim 13. 

25. A compound of formula (Via): 

it, (V,fl) 

It*— K 
wherein: 

a and y ure micli i<tdepeadejitly i; 

R 1 is selected from the &roup consisting of hydrogen, 
C| -Chalky], C a -C iq lrydroxyalkyl, 
< * 4 -( J J2 cyclofllkylaikyl and 1 1 7 -( ; LD aralkyl; 
i& KeiecLed frt>m the proup eonKixtinj^ of C 7 ^ l7 alkyl, 
(lyCi A v ill keny 1 , C V -C t - A hy druxytd kyl, 

C s -C t 2 alkoxyolkyl, C a -C, shydroxyalkenyl, 

C5-C 13 cycloalkyl, C 4 -C ia cycioallqrlalkyl, C ja - 
C l9 aralkyl, Cj-Cjjheterocycrylalkyl, and 

C 3 -C 12 hetemarylalkyl; 

R 3 is phenyl or naphthyl; 

R 4 , R 3 and R 6 are each independently selected Irom hydro- 
gen, Jluoru, ehloru, methyl, melhoxy, trifluurumethyl, 
ey wnu, nitro ur — K(R' x ) 2 \ 

K\ R 7d , R r , R*", R°, R 0 -, R ,rt , and R' 0 " are each Indepen- 
dently selected trom hydrogen or C r C 3 alkyl; 

and 

each R J3 is independently selected from hydrogen or 
f^-^lkyl; 

including u Hlereoiuoiner, enunliurtier or luulomer thereof, 
ur » phurwucculicuily ueeeptubJe aaJl UieiwX. 

26. The compound of claim 2S wherein: 
x and y am each t ; 

R 1 iR hydrngan or r,-T 6 Hlkyl; 

R 2 is selected from the group confiiRting of (* v -<' 13 alkyl, 
Cj-Cj^alkenyl, (; 7 -C J2 hydroxyalkyl, 
LVC" , ialkoxyalkyl , C A -C r vhydroxyalkenyl, 

^'^'liCyeioalkyl, C 4 -C 1(l cycloalkylalkyi, C, 4 - 
CiouralKyJ, Cj-C, 2 heteiucyelylalKyl, und 
C^-C , 2 hctcroorylolkyl ; 
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ifi phenyl or nophthyl; 

R'\ R T mid R 6 £irc cuch hydrt>jn:n; and 

R\ R"\ R*, R^, R 9 , R l Vand R 1 *" are each hydrogen. 

27. A method of ullevjuliiiK udiavaac ur condition mediated 
by fitaaroyl-CoA desatumse (SCD) in u luummul, wherein Lhc 5 
method comprises adnnni steriii^ u> « inummul in need thereof 
a I hnrapGutically effective amount eiu compound of claim25, 
and wherein iho disease or condition Js selected from the 
l^uup uonmHling of'iypo (I diabetes, Impaired glucose to! cr- 
aned, insulin rcsiaUmce, obesity, fatty liver, non-ale ohoJic 10 
steatohepulitia, dywlipidcmia, acne, and any combination of 
these. 

2if. A pharmaceutical composition comprising n phoimn- 
ccuticnl Jy acceptable exciplentand a rheranemf ically effective 
< unount of a compound of claim 25. > * 

2V, A compound of formula (Vlb); 
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(VH>) 



25 



wlierein: 30 

x and y are each independently J ; 

each iO is independently selected tWvni tho group consist- 
ing uf hydrogen, Cj-C\v,alkyJ, C 3 -C 12 hydroxyalkyl, 
C^-CjjcyuJoulkylulkyJ und C 7 -C, 0 aralkyl; 

R* is selected from the gioup consisting of C r C ia olky], 
Cs-C, ,alkenyl, ( : 2 -(; l2 hydiT>xyalkyh 

Ca-Cj^liydruxyalkeny], ( ; 12 a IkoTtyalkyl, 

C r C, 2 cycloalkyl, C*-C r >-yuloulkyluJkyl, uryJ, 
CVC l9 ana)kyl, Qv-C, a lielcnieyclyl, 

C ? -C l2 heterocycly1alkyU C,-C, a heteroaiyl ond 40 
C >-C , ^heteroatyl alVyl ; 

R 1 is uuphlhy] or phenyl, each optionally substituted by one 
or more snbstituenls selected hum the group consisting 
nf halo, cyano, nilro, hydroxy, C r C d ulkyl, 
t; r ('; c trihfllnalkyl, C^CViumlunlkuxy, 
O r C>lkytKij]fnny|, • N(R 12 ) 2 , OC(0)R ,a , C(0) 
^ OR 1 * heterocycJyl, het- 

m eiof iryl tuidhelejoiirylcyciottJkyl , provided Hint R* is not 
phenyl substituted with optionally substituted thienyl, 
And provided tlttlt when R* is iitiplilhyl, R*' eiui nut be *0 
Cj-C^lkyl, C^-Cfiliyclroxyalkyl or phenyl substituted 
by amino; 

R'*, R 3 nnd R a ore each independently seiceled frum hydn>- 
gen, fluoxo, chloro, methyl, methoxy, Iriiluuroiiieuiyl, 
cyanoi nitm or — N(R iJ ) x ; " 

R 7 , R 7 *. R R , R*" f R*, R''", R J ", and R 10 " are each indepen- 
dently selected from hydrogen or C,-C^aJkyJ; 

each R la is independently selected from hydrogen, 
C , -CrtSlkyl, < :,-C; e cydoallcyl % aryl or ara Jkyl ; and ^ 

eueh R' A in independently selected from hydrogen or b 

a stereoisomer, enaniiorner or tautomer thereof, or a phar« 

uiaceutically ueceplHhle Rait thereof. 
30. ITie compound of claim 20 wherein: 05 
x und y urc eueh 1 ; 
R l is hydrogen or C,- Chalky 1; 



R is selected Irom the group consisting of C,-C, 2 alkyl, 
t 3 al VenyJ, C 2 -C 12 hydroxyalkyl, 

Ci-Ciihydroxyalkenyl, C 3 -C ia allooxyalkyJ, 
^v^iiCyc^oa^ky^ (^^.jCyclflalkytolkyl, aryl, 
Cj-C l9 urulkyl, C^-C , hetemcyclyl , 

C 3 -C t2 helerwyclylalkyl» <^ j • ^heteroary 1 and 
C 3 -C l2 heturuuiylulkyl; 
R* is nophthyl or phenyl, each optionally substitutedby one 
or more substltuents selected irom the group consisting 
ol* halo, cyano, nkro, hydroxy, C r C 6 alkyl, 
C, -Crftrihaloaikyl, d -CGtrihaloalhoxy, 

C r C fi ulkylsulfonyl, —N{R ia ). il — OC(0)R 13 4 — ^(O) 
OR ,ft or— S(Q)aN(K 1s ) 2 ; 
R'*^ R* tiuil uru ciiuU Uydiogcxi; 
R 7 , R 7 ", R a , R«", R p , R p# , R 10 , and R 10fl ere each hydrogen; 
and 

each J< 12 is independently selected from hydivgen, 
C, -Chalky!, C^-C^cycloalkylj aryl or aralkyl. 

31. The eompotind of claim 30 wherein: 

R* i» C 7 -C ia urulkyi optionally aubstitutod by one or more 
subs! itueuU selected Ixum the juvup eoiiUtfting of halo, 
C^Cjalkyl ond Ci-C^u'lhaloalkyli und 

\i 3 ih phenyl optionally substituted by one or more substltu- 
entH selected from the group consisting of halOj 
Ci-CoulkyU Ci-C 6 lrihaloaikyi and Ci-C^trihaloalkoxy. 

32. llie compound uf uluhu 31 selected Ixom the group 
conRisting of the following: 

5-[4-(2-TrifluoromGt hy I-bfinzoy l)-piperazin-l -yl J»pyri - 

dine»2^cnrhnxylic acid (^-phnnyl-pmpyl)-amld8; 
5-[4-(2-Tnfluuromelliyl-beii«iyl)-pipcruv.in-l -y! l-pyri- 

diuc-2-CurbuAylie ueid phunulhyl-ujaide; 
5-[4-(2-Tnnuoromethylbenzoyl)piperu^iji- 1 -yllpyridine- 

2-carboxylic acid [2-(4-fl\iom-phanyl)athylJamide; 
5H4<2-M'rinnommethyl-ben^yl>piperazin-l-yl]-pyri- 

dine-2-earboxyJic acid l3-(4-fluoro-phenyl)-propyl f- 

umide; 

5-[4-(2-Ti'ifluoromeU\yl-beiizoyl)- piperaziu- J -yj]-pyri- 

din«!-2-caiboxylic acid 4-trifluorometliyl-benzylamidej 
5-[4-(2-'l'r1rlnrimmotbyl-ben?oyl)-pipBia7in- 1 -yl]-pyri- 

dinc-2-carboxylic acid |3-(4-trifluoromethyl-plienyl)- 

propylj -amide; and 
5-{4-(2-Trifluuromelhyl- benzuy l>piperazin- 1 -yl J-pyri- 

dinc-2-eurboxYJic aeid [2-(4-trifiuoromcthyl-phenyI> 

cthylj-mnidc. 

33. 'llie compound of cluim 30 wherein; 
K 2 is C 4 -C ia alkyl or C^-C^lkenyl; and 

R J is phenyl optionally substituted by one ormore suhstltu- 
calls selected from the group consisting of halo, 
Cj-C ft uu\yl. C.-C^trihulouikyl und C, -CVlrihaJottlkoxy. 

34. The compound uf uluiui 33 ueleeUxl from the group 
consisting of the following: 

$-[4 -(2-' I Vifhiorornethyl- benzoyl) -plpara2in- 1 -yl]-pyri- 

dinc-2-carhoxyHc aciri (3-methyl-butyl)-amide; 
M 4-f 2-TriHuorome(hyJ-benzoyl>-piperazin-l -yl |-pyri- 

Uine-2-curboxylio ueid hexylamidc; 
5 [4 (2 Trifliioi^meffhyKben2oyj)-pipenwin4-yJ]-pyri- 

dine-2-carboxyIic acid pentyhimide; 
5-[4-(4- Hhicw-2-Uif3uoroinemyl-beiizoyl)-pipeniziu-l - 

yl]-pyridinu-2-carhoxylic acid <3^ethyl-Miryl)-ami(te; 

Hnd 

5- [A -(S-Pluom-2-lrifluommcLhy I. benroy l)*piper»7:i ih 1 - 
yl]-pyiidi«v-2-eurbvxylie uvid (3-melliyl-bulyl)-amide. 

35. The compound of claim 30 wherein: 

R 3 is Cj-CjaCyclonlkyl or C.j-C^cycloulkylulkyl; und 
K J is phenyl optionally substituted by one urwurv substi lu- 
eniK wjlected from the group consisting of halo, 
< 'j-Cl^alkyl, C|-C'«trilia!oalkyl and C,-C ff triholoalkoxy. 
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36. 'ITie compound of claim 35 Huk-cted from the group 
consisting of the following: 

5-|4-C2-i , rittuommGthyIl>©ii2Dyl)piperuan- 1 -yllpyridine- 

2-carboxyHc acid (3-cyciohexyl-propyl)uinidc; 
5-[4-{o-' J rifluoromethyl -cy clnhexa - 1 ,3 -d ieuxurufc ony 1> 

piparazto-l.yi]-pyridlnB-2-carboxylic ucid (2-eyeio- 

hc^yl-Cthyl)-auiide?; and 
S-f^-^-TrifluoroiJiiJtliyl-bcn'/oyQ-pipfirawn • 1 -yl]-pyri- 

dine-2-carhnxylic acid cydulicxylmelbyi-Hnnido. 

37. 'I "he enmpmind of claim 30 wluurciu; 

U 2 is (V^heterocyclylalkyl upliuiiuJly substituted by 
ouc or more suhstittienr* Rejected from die ^ruup con- 
sisting of halo, cyano, nitro, hydroxy, C,-C<,ulkyir 

'f^tdhaJocUIcoAyj 



C r C 6 U'ihaluiilky], 

Cj-C^alfcylGuJfouyl, — N(R'*) 2 , — (K^OJU 12 , C(O) 15 
OR 12 and^(0)>N(R ,2 )v; 
U is phenyl optionally substituted by ununrmwcsuhshru- 
ents selected from the group vviiyiBling of halo, 
CVCrtfllkyl, C l -r. & irihfl!o.qlky1 and C r C d trihduulkoxy; 
and 

cudi R t7 iy independently selected from hydrogen, 
C r C d allcyl, C 3 wC ri cycIoalkyl, iiryl nraralkyl. 

3». *l"he compound of claim 37 whcrau R* in '2-piperaxi- 
nylettiyl optionally Mibstituted by C(0)OR' *. 

3J>. The compound of claim 38, namely, 4-[2-({S-r4-(2- 
TrinuoiumclhyUbcnzoyI)-piperaziri- 1 -y I] -pyiid lne-2-carbo- 
jiy3]-umiiip)-gUiyiJ-pipcrazine-l-carboxy]ic *cid terr-butyl 
aster. 



4Q. The compound of claim 30 whuruin: 
R * is C^-<: A2 ara!ky] optionally substituted by one or more 
substituents selected from the group cousisliiiK of halo, 
C x -C 3 alkyl and C, -C rt lrUiuluuikyl; and 
R * is naphthyl optionally substituted by one or more »ub- 
stluteuts selected from the group conaiHlmg; of halo, 
C r C rt alkyl, C^lrihahnilkyl and C^^rihaloalkoxy. 
41. The compound of claim 40 selected from the group 
iu consisting of tho following: 

5-[4-(Naphtluitem:-l -curhoiiyl)-piperH*in-l -yl J-pyridine- 

2-carhoxylic acid (3 -phenyl -ptopy])-umido; and 
5'[4-(Naphdidcjic-l^urbonyl)pipcrazin-l.ylJpyrldlne-2- 

carboxylic acid pUeuulhylamiuV, 
42 A inethud urullcvialing a disease or condition mediated 
by stearoyKCoA deaaluruau (SCD) in a mamma], wherein the 
method comprises auWuiiilcring lo a mumniai in need thereof 
a therapeutically effective umouul of a compound of claim 29, 
20 wherein tha disease or condition Is selcuUxl Aviii the group 
ct>nHiHling nf 'lypo II diabetes > impaired glucose tolerance, 
insulin resisUiucv, oboaity, fatty liver, non-alcoholic steato- 
hepatitis, dyslipidciniu, acne, und any combination of these, 
43. A phurmaceutieal composition comprising a pharma- 
25 ceiiticfllly acceptable exuipivnlunda therapeutically effective 
amount of a cainpuuud of claim 29. 
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